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b.w 7%, s/day Cross Species Scaling Factor
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The revised upper bound estimate  of uni t risk,
Q' (ny/ kg/ day) "1, of Propargite based upon male rat fatal jejunum
sarcoma tunor rates is 2.01 x 10! i n human equi val ents. The dose
| evel s used fromthe 105-week dietary study were 0, 50, 80, 400,
and 800 ppm of Propargite. The corresponding tunor rates were
0/42, 0/46, 0/44, 11/44, and 24/ 45, respectively.

Backgr ound

On February 12, 1992, the Cancer Peer Review Committee
classified Propargite as a G oup B2 - probabl e hunman car ci nogen,
and recomended that, for the purpose of risk characterization,
a | ow dose extrapolation nodel be applied to the experinental
animal tunor data for quantification of human risk (Q"). A Q*
was generated using ng/kg b.w "%, s/day cross species scaling
factor (Propargite (Omte) - Revised Q°, (3, s Interspecies
Scal i ng Factor), Sprague-Dawl ey Rat D etary Study, B. Fisher and
H Pettigrew, 2/16/95). However, the tunor ratios in this nmeno
do not agree with the tunor counts provided in the qualitative
meno (Propargite (Omte), Qualitative R sk Assessnent - Sprague-
Daw ey Rat Dietary Study, B. Fisher, 1/15/92), and no expl anati on
is provided to account for the discrepancies. This revised neno
has been generated to reflect the original tunmor counts using the
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8/,'s scaling factor, as changed fromthe 2/;'s by Agency policy
in 19941,

Al'l unit risks have been converted fromani mal s t o humans by
use of the 3/, s scaling factor (Tox_Ri sk program Version 3.5,
K. Crunp, 1994)1% For the conversion to human equival ents,
wei ghts of 0.35 kg for the rat and 70 kg for humans were used.

It is to be noted that the Q" (ng/kg/day) ! is an estinmate
of the upper bound on risk and that, as stated in the EPA R sk
Assessnent Guidelines, “the true value of the risk is unknown,
and may be as |low as zero.”

Dose- Response Anal ysi s

On Septenber 7, 1999, Uniroyal Chem cal Conpany submtted
Comments on H ARC Det erm nations On Propargite Toxicity. On page
6, this docunent questions the Agency’ s excl usion of ani mals that

di ed before week 65 fromthe analysis. It is the Agency’s policy
to exclude animals that die before observation of the first
t unor, week 65 in the case of the male rat jejunum sarcona
tunors, from any anal yses where there are significant surviva
disparities anpbng the dose groups. Since the statistical
evaluation of nortality (Propargite (Omte), Qualitative Ri sk
Assessnent - Sprague-Dawley Rat Dietary Study, B. Fisher,
1/15/92), indicated a significant increasing trend wth

i ncreasi ng doses of Propargite in male rats, the Peto preval ence
test was used to analyze the male rat tunors. The unit risk, QF,
was obtained by the application of the tinme-to-tunor Wi bul
nmodel (Tox_ Ri sk program Version 3.5, K Crunp, 1994).

Male rats had a significant increasing trend, and
significant differences in the pair-w se conparisons of the 400
and 800 ppm dose groups wth the controls, for fatal jejunum
sarcoma tunors, all at p < 0.01

1See meno - Deriving Q's Using the Unified Interspecies Scaling
Factor, P.A Fenner-Crisp, Director, HED, 7/1/94.



